This Special Issue of Toxins, entitled "Cellular Entry of Binary and Pore-Forming Bacterial Toxins," gives a sense of the recent advances in characterizing the functional and structural aspects of this broad scientific problem that goes beyond the classical field of toxinology and microbiology and spills into the general areas of biochemistry, biophysics, and molecular and cell biology. The contributions to this Special Issue include several experimental articles, employing sophisticated techniques to gain important insights into the mechanism of cellular entry [1-6]; a thought-provoking perspective comment [7] ; and two conceptual reviews, one on apicomplexan pore-forming toxins [8] and one on clostridial binary toxins [9] . What have we learned about the field from this collection? Despite the limited selection, some general features can be identified.
the so-called open-channel state (OCS), formed by three transmembrane helices, as a translocation pathway. The examination of both in vivo and in vitro activity of the several OCS-blocking mutants, presented in this issue [6] , revealed that the OCS is formed after the translocation, which is likely to utilize an unstructured and possibly transient passageway. Certainly, more studies with other toxins are needed before any general conclusions can be reached on the possible differences between the actions of toxins that utilize α-helical vs. β-structure motifs in their membrane-interacting domains. More studies are also needed to fully characterize the structural and thermodynamic aspects of the conformational switching and membrane interactions involved in the cellular entry of bacterial protein toxins. Deciphering the physicochemical principles underlying these processes is also a prerequisite for the use of protein engineering to develop toxin-based molecular vehicles capable of targeted delivery of therapeutic agents to tumors and other diseased tissues.
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